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DIVISION REVIEW SUMMARY
ANDA: 74-912

DRUG PRODUCT: Selegiline Hydrochloride

FIRM: Stason Industrial Corp.
DOSAGE FORM: Tablets
STRENGTH : 5 mg

CONTAINERS: 60 cc/60's & 225 cc/1,000's

CGMP STATEMENT/EIR UPDATE ST S:
Acceptable, dated 12/6/96 and 3/6/98

BTO INFORMATION:
Acceptable, dated 1/26/98.

VALIDATION

N/A

STABILITY _

Lot no. PK5001-- ' ' --was placed in accelerated
and room temperature stability studies (400C/75% RH) in the
proposed marketing container configurations. The stability data

submitted are found to conform to the proposed stability
specifications. Based upon the stability data submitted the
proposed 24 months expiration period is granted.

The container/closure systems are described in the container
section of the application (for the 60's and 1,000's).

LABELING
Acceptable, dated 3/23/98.

STERILIZATION VALIDATION
N/A

SIZE OF BIO/STABILITY B HES
Selegiline Hydrochloride is manufactured by

The subject DMF was found to be
acceptable dated 5/17/97.

A _ lot was manufactured and a total of units were
The subject lot was completely packaged.




PROPOSED PRODUCTION BATCH
Blank batch records for the maximum intended production batch
size of , units is appended.

R CON:

Recommend approval of generic drug product Selegiline
Hydrochloride Tablets, 5 mg.

SIGNATURE: DATE: April 8, 1998

s
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 74-912 Date of Submission: March 10, 1997

Applicant’s Name: Stason Industrial Corporation

Established Name: Selegiline Hydrochloride Tablets USP, S mg
Labeling Deficiencies:

1. CONTAINER ~ 608 and 10008

gatisfactory in draft.

2. INSERT

JUL-@7-1997 12:50

DESCRIPTION

Relocata the chemical formula to either somewhere
below, or to the side of, the structural formuala.

CLINICAL PHARMACOLOGY

Pharmacokinetic Information (Absorption,
Distribution, Metaboliasm and Elimination - ADNE]},
Paragraph five - ...activity as a function. ..
[Note: "as” rather than “is®.]

CONTRAINDICATIONS

.+ + {Sae PRECAUTIONS...

{Note: Precautions Plural.)

WARNINGS

Paragraph three - Revise the first sentence to
raad:

...MAOIS (phenelzine, tranycypromine). A
sililar- .

PRECAUTIONS
i, Carcinogenesis, Mutagenesis, Impairment of

Fertility - Italicize “Salmonella
typhisurius®.

381 B27 4336

P.@3

NO.172 a3
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NO.172 g

i1. Pregnancy - Reviss the subsaction heading to
read:

Pregnancy: Teratogenic Bffects - Pregnancy
Catsgory C.

Ploase ravise your insert labeling, as instructed above, and
submit final printed container labels and insert labeling.

Please note that we reserve the right to rsquest further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval,

To facilitate review of your next submission, and in
accordance with 231 CFR 314.94(a) (8) (iv), please provide a
side-bhy-side comparison of your proposed labeling with your
last submission with all differsnces annotated and

explained.
Vam! /7 7
- /

J Pnillips
njXector
pivision of lLabeling and Program Support
office of Generic Drugs
canter for Drug Evaluation and Research

JW~-97-1997 12:51 31 227 4336
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>\ _STASON PHARMACEUTICALS, INC.

11 MORGAN, IRVINE, CA 92718-2005, U.S.A.
TEL: (714)380-4327 FAX: (714)380-4345

April 22, 1998

Mr. Edwin Ramos via facsimile (301) 443-3839
Chemistry Reviewer

Office of Generic Drugs, CDER, FDA

Document Control Room, Metro Park North II

7500 Standish Place, Room 150 36w TORRESP
Rockville, MD 20855-2773 e
RE: Selegiline Hydrochloride Tablets, USP Smg
ANDA 74-912
TELEPHONE AMENDMENT
Dear Mr. Ramos:

Reference is made to the telephone conversation on April 22, 1998 regarding ANDA 74-
912 for Selegiline Hydrochloride Tablets, USP 5 mg.

The requested information is as follows:

An updated copy of the Standard Testing Method will be included in the annual report. If
you require additional information, please call me at (714) 380-4327 ext. 235 or fax me at
(714) 380-4345.

Sinc$rely,

Monica Tinio
Manager, Regulatory Affairs
Stason Pharmaceuticalc, Inc.

S1:ANDA:Sel:Edwin




J A STASON PHARMACEUTICALS, INC.

11 MORGAN, IRVINE, CA 92718-2005, U.S.A.
TEL: (714)380-4327 FAX: (714)380-4345

February 25, 1998

Ms. Kassandra Sherrod A R C H ' VA l. CO PY

Project Manager
Office of Generic Drugs, CDER, FDA

Document Control Room, Metro Park North II ORIG AMENDMENT
7500 Standish Place. Room 150 -
Rockville, MD 20855-2773 ,L//j/"

RE: Selegiline Hydrochloride Tablets, USP 5 mg
ANDA 74-912

FINAL PRINTED LABELING
Dear Ms. Sherrod:

Pursuant to 21 CFR 314.60, we submit herein changes to our package insert due to recent
and significant changes in the insert labeling of the listed drug Eldepryl® Tablets
(Somerset Pharmaceuticals. Inc.; revised February 1997 and approved August 6. 1997).

We have included twelve (12) final printed package inserts and container labels for your
review; eleven (11) copies are in the archival copy and one (1) copy is in the review copy
of this application.

Pursuant to the Final Rule published in the Federal Register dated September 8. 1993 and
21 CFR 314.94, Stason Pharmaceuticals, Inc. certifies that a true copy of this submission
has been provided to the FDA Los Angeles District Office on the same date of this
application to the Office of Generic Drugs.

If you need my assistance in the review of this submission, please call me at (714) 380-
4327 ext 235 or fax me at (714) 380-4345.

Sincerely,

P
LS s

Monica Tinio ERECEIVED j
Manager, Regulatory Affairs
Stason Pharmaceuticals, Inc. FEB 2 6-‘998

GENERIC DRUGS

ANDA:Seleg:Lblamend:coverltr




STASON INDUSTRIAL CORPORATION

11 MORGAN, IRVINE, CA 92718-2005, U.S.A.
TEL: (714)380-4327 FAX: (714)380-4345

) {

July 31, 1997

Attention: Edwin Ramos i A
Office of Generic Drugs, CDER o '
Food and Drug Administration

Metro Park North |

7500 Standish Place

Rockville, MD 20855-2773

via facsimile (301)443-3839
Re: ANDA 74-912, Selegiline Hydrochloride 5 mg Tablets
Reference is made to the telephone conversation on July 31, 1997 regarding ANDA 74-912,
Selegiline Hydrochloride 5 mg Tablets.

Enclosed, we have submitted a “TELECOM” AMENDMENT to resoive the issues in the
application as set forth in the telephone conversation.

Sincerely yours,

Harry T. ¥an
Chief Operating Officer

RECEIVED
AUG 05 1897

GENERIC DRUGS
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) {\ STASON INDUSTRIAL CORPORATION + 33097

11 MORGAN, IRVINE, CA 92718-2005, U.S.A.
TEL: (714)380-4327 FAX: (714)380-4345

July 22, 1997 Ty

Office of Generic Drugs, CDER
Food and Drug Administration
Metro Park North Ii

7500 Standish Place

Rockvilie, MD 20855-2773

Re: ANDA 74-912, Selegiline Hydrochloride 5 mg Tablets

Reference is made to the chemistry and labeling deficiency letter dated July 7, 1997 for ANDA
74-912, Selegiline Hydrochloride 5 mg Tablets.

Enclosed, we have submitted a MINOR amendment (Amendment #003) to resolve the
deficiencies in the application as set forth in the deficiency letter.

Sincerely yours,

Harry T.
Chief Operating Officer

A T ZIY-350 - ¥32F
Hy- Fe : X jho ;(‘lf gjz{f 2




July 22, 1997

Stason Industrial Corporation has provided a field copy of the amendment #003 to the appropriate
district office. Stason Industrial Corporation hereby certifies that this copy is a “true” copy of the
amendment to the application.

/’ ’
- ¢/

4'///‘/""/"/;
Harry T. LF{H %_—/

Chief Operating Officer
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FACSIMILE AMENDMENT

B ANDAAADAs A

QFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7500 Standish Piace, Room 150

Rockville, MD 208552773 I “Fon
TO: APPLI _S-‘laﬁ-.%u{n‘-.! Corpand— PHONE { #14) 20 - 432 F
ATTN: rrj T _ FAX
FROM: Kassandra Sherrod, PROJECT MANAGER (301-594-1300) "
321-C8¢7
Dear Sinadam:
mﬁm ile is in reference to your sbbreviated new ki apphcmnnm i
,19% , submitted ion 50 of the Federal F and
fe it S T i ey

Cosmetic Act for Se '&Ji Jraae

Reference is also made to your smendment(s) dated movel, 10) 193

Amdmdm_é_pmdmdsﬁdamiumdmwmﬂmdmmuwwwmﬁn
30 calendar days from the dats of this document. This fcsimile is to be regarded as an official
FDA communication and unless requested, 8 hard copy will not be maded. Your complets
th(l)MMmMWMMuSOI-m4337, (2) mailed
direcdytoﬂwoboveaddrus,md(a)ﬂneoveuheetshouldbedudywkad 2 FACSIMILE
AMENDMENT.

Pleuenotetlutifywueunabletnptovidetcomplmmpomwmﬁnwcalmdudays,dwﬂk
omhhappﬁcaﬁonﬂﬂbedomduaMNORAMENDMENdeywwiﬂbemquhedmm
MMMWMZICFRJM.IZDWMW&MM«MWMWM
Accordingly, 8 response of greater than 30 days should be clearly marked MINOR
AMENDMENdewﬂlbercviewedwuo:dingtomeMOGDpoﬁdumdprom
Fecsimilea orh:completareq:oasumceivedaﬁerwwendudmuﬁﬂmtbemsidmdfot
m,mwmmmdoaummmmaﬁdmmmw You
mwwmhammwmm”ded
mydeﬂcimdesideaﬁﬂeddwhgwmofyomhioeqmm

SPECIAL INSTRUCTIONS:

THIS DOCUMENT I8 INTENDED mvmmmormrmvmmuununm
mmwmmmmmmrummcmmonm

FROM DISCLOSURE UNDIR APPLICABLE 1LAW. If received by somocas ather than the addressce of & person
wummumnnummnmmuqmwm

1

TUL-G7-1997 12:49
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38, Chemistry Comments to be Provided to the Applicant
ANDA: 74-812 APPLICANT: Stason Industrial Corp.
DRUG PRODUCT: Selegiline Hydrochloride Tablets, USP 5 mg
The deficiencies presented below represent Facsimile deficiencies.

Chemistry Deficlancies

Sincerely yours,
[

by

Prafik O. Holcombe, dr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

JUL-@7-1997 12:5@ 381 627 4336 P.82




STASON INDUSTRIAL CORPORATION

11 MORGAN, IRVINE, CA 92718-2005, U.S.A.
TEL: (714)380-4327 FAX: (714)380-4345

)

A\
S
ﬁ =y

Office of Generic Drugs, CDER oy

Food and Drug Administration 11
Metro Park North Ii

7500 Standish Place

Rockville, MD 20855-2773

March 10, 1997

Re: ANDA 74-912, Selegiline Hydrochloride 5 mg Tablets

Reference is made to the chemistry and labeling deficiency letter dated January 30, 1997 for
ANDA 74-912, Selegiline Hydrochloride 5 mg Tablets.

Enclosed, we have submitted a MAJOR amendment (Amendment #002) to resolve the
deficiencies in the application as set forth in the deficiency letter.

Sincerely yours,
4

~7

/L 27
(///
Harry T4 an

Chief Operating Officer

BEoEV ED 3

MAR 1 2 1997
GENERIC DRUGS
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7)1 STASON INDUSTRIAL CORPORATION

11 MORGAN, IRVINE, CA 92718-2005, U.S.A. y ,)‘hL
TEL: (714)3804327 FAX: (714)380-4345 A/q)\/)~

-,

ANDA 74-912

Office of Generic Drugs, CDER

Food and Drug Administration, HFD-650
Metro Park North I1

7500 Standish Place

Rockville, MD 20855-2773

May 12, 1997

Dear Sir,

Reference is made to the bioequivalence deficiency letter dated March 5, 1997 for ANDA
74-912 for Selegiline Hydrochloride Tablets, 5 mg. Enclosed we have submitted our
Amendment # 003 to resolve the deficiencies in the application as set forth in the
deficiency letter for our bioequivalence data.

Respectfully yours,

N
3
Y
- X
3
REGENVED 3\

MY L & 507

AENERIC DRUGS
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ANDA/ARBA- 74512
OFFICE OF GENERIC DRUGS, CDER, FDA
DoaxmanContmlRoom, Metro Park North II

7500 Standish Place, Room 150 \
Rockville, MD 20855-2773 (301-594-0320) . ¥DA °

TO: Appucm%smw‘kqmonsﬁ 4 )30 - H3g
ATTN:Min - are Pan FAX ~ 250 -4y

FROM; K ssordvs. Shimesd PROIECT MANAGER (301-584-/+2)

Dear Sirfvidar:

Msmuhufmwmwmwmmpﬁaﬁon

o e T R o o o

Reference is also made to your amendmenta dated MD“-S’L M), .

mwhmmmmwmwmsos&nmemw
the reasons provided in the artachments ( {4 pages). This facsimile is to be regarded s an
oﬂcianDAcommmcaﬁonnndunlessmqumed, & hard copy will not be mailed.

The file on this application is now closed. Yoummqtﬁredtoukemacﬁonducﬁbedunderm
CFR314.120whichwﬂleithcr X i

SPECIAL INSTRYCTIONS: A. hard Py of +h ‘QI"’)'"j
aﬁ’ﬂcﬁmﬂr\ts { a..& -'LB s b.e;.-j W’e& ndle~
SQfamah_ cova r

mmmmmmvmnmmtormruwmmunrs
ADDRESSED AND MAY CONTAIN mmnmmrrmnxcm. CONFIDENTIAL, OR
FROTECTED FROM DISCLOS UNDER APPLICABIX LAW. 1f received by someone other than the
Mmamwmddmmm»&emmnwmmnw
disclosure, di inati Wmoﬂamm&md&maum If you
hlvemdvedlhisdocminm,plunhmudinlynnﬁfyubyrhphumdmitmmbymﬂume
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38. Chenistry Comments to be Provided to the Applicant

ANDA: 74-912 APPLICANT: Stason Industrial Corp.

DRUG PRODUCT: Selegiline Hydrochleride Tablets, usp s ngy
The following deficiencies represant MAJOR deficiencies.

A, Chemistry Deficiencies

JAN-30-1997 14:30 381 827 4336 P.22
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S8incerely yours,

Al Sy b

Frank O. Holcombe, JR., Ph.D.
Director

Division of Chemistry I/IT

Office of Generic Drugs

Center for Drug Evaluation and Research

JAN-38-1997 14:3@ 381 827 4336
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 74-912

Dates of Submissions: May 31, 1996 (RTF)
August 21, 1996 (aC)

Applicant's Name: Stason Industrial Corporation

Established Name: Selegiline Hydrochioride Tablets USP, Smg
Labeling Deficienciea:
1. CONTAINER - 608 and 1000s

a. "Each Tablet Contains" statement - Insert a gpace
between "5" and *mg%.

b. Include the following "Dispense in* gtatement:
Dispense in a tight, light-resistant container.
c. Storage recommendation - Revise to read:

.+« Lemperature 150-30oC (53a~86oF) .
[eC range to appear first)

2. INSERT

a. Revigions are indicated in the enclosed "mock-up®
of your proposed draft labeling. The model
labeling for Selegiline Hydrochloride Tablets ias
the approved labeling of the listed drug,
Eldepryl® Capsules (Somerset Pharmaceuticals,
Inc.; Approved May 15, 1996). A reference copy
for your convenience is enclosed with your
mock-up, '

b. Please assure your subsection headings are
consistent in prominence throughout the insert.
Some are underlined or followed by colons, othere
are not.

Please revige your container labels and insert labeling, as

instructed above, and submit final printed container labels
- and draft inserc labeling.

P.04

JAN-38-1997 14:31 301 827 4336
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Please note that we reserve tha right to request further
changes in your labels and/or labeling based upan changes in
the approved labeling of the listed drug or upon further
reviev of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-gide comparison of your proposed labeling with your
last submisaion with all differences annotated and
explained.

Feal

v/

J Phillips

D¥rector

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

14:31 381 827 4336
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SELEGILINE HYDROCHLORIDE TABLETS, USP

DESCRIPTION:
Selegiline Hydrochloride is a levorotatory acetylenic derivative of phenethylamine. It is commoaly
referred 10 in the dflml and phawml literaturo as I-deprenyl,

ratrc EER e iie
The chemical name ig: (R)-} ?hﬂmmm bydrochloride. 1t is a white (o
near white crvstalline powder, freely soluble in water, chloroform, and methanol, and has 3 molecular
weight of 223.75. The structural formuls is as foliows:

L\({HOLL C(\eu.'c:\( 'C(M.,ic
' o L C‘z“t?l\)' hC/

c :
. \ v . _
- Deserptiea of whiet

ey d Suffiil >
daoll for cral Qdmialstrat ' on fenteiar.. - @ppe st ia M Tufe

- Exh BURE Re-bo—of 5 ! DGR i adth _“1090" aned ~n L ng b d itdy
SFASONC. contains § g selegiline hydrochloride. Inactive ingredients arg, microcrystalline cellulose,
« lactose monohvdrate, and stearic acid Alphabesd. 3¢

SR e o e e — [T YZVNW-1N
CLINICAL PHARMACOLOGY:
The mechanisms accounting for eelegiline's beneficisl adjunctive action in the trestment of Parkinson's
discasc are siot fully undersigod. Inhibition of monocamine oxidase, type B. activity is generally considered
to be of primary importance; in addition. there is evidence that sclegiline may act through other
mechanisms o increase dopaminergic activity.

greater affinity for type B (han for lype A active sites, it can serve gs & selective inhibitor of MAO type B
il it is administered at the recommended dosc.

MAGOs arc widely distributed throughout the body, their concentration is cspecially high in fiver, idncy,
stomach, intestinal wall, and brain, MAOsuemunuymbdasiﬁadintomtyps,AmdB. which
differ in their substrate specificity and tissue distribution. In humans, intestinal MAQ is predominantly
ype A, while most of that in brain is type B.

In CNS neurong, MAOplaysaninmmmlcinlhcwabdimdwm(dopmim,
norepinephtine and epinephrine) snd serotonin. MAOs are also imporiaat in the catshalism of various
cxogenons amincs found in a variety of foods and drugs. MAO in the G tract and liver (primarily type
Al lor example, is thought W provide vital protection from sxogenous amines (e.g.. yramine) that have
- the capacity, if sbsorbed intact, to cause a ‘brypertensive crisis," Lhe so-called ‘cheese reaction. * (I large
amounts of certain exogenous amines Bain access 10 the systemic circulation - €.g., from fermented cheese,

P.926

JAN=38-1997 14:32 381 827 4336
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heurons and displace norepinephrine from storage sites within membrane bound vesicles. Subsequent
release of the displaced norepinephrine causes the rise in sykemic blood pressure, etc.)

Siack Shoud b

Cloit o ale

{n theory, thezlomambovsnes MAO A of the But is not inhibited, patients treated with sclcgiting ar o dose

of 10 mg & day

medications containing pharmacologically active amines and consume tyramine-

containing foods without risk of uncontroiled hypercnsion. {To_date, clinical evperience s
confirm this prediction; cheese reactions have not been reporied in seiegiline treated palients.| The
pathtphytiology of the ‘cheese reaction’ is complicated and, in addition to its ability 10 inhibit ®TAO B

niaimmmnbemulhﬂeelqﬂhnemhvepﬁammhgiale&usunmlnMAOB

inhibition. As noted above, there is some evidence (

hat it may incrcase dopamincrgic activity by other

mechanisms, including interfering with dopamine re-uptake at the synapsc.  Effects resulting from
sclegiline adminisiration may also be mediated through its metabolites. Tweo of its threo principal
metabolites, amphetamine and sucthamphetamine, have pharmacological actioes of their own; thoy

interfere with neuronal uptake and enhance release

of several nenrotransmitiers (e.g., norcpinephrine,

dopamine, serotonin). Howewver, the extent 10 which these metabolites contribute 0 the cffocis of
selegiline are unknown.

originaic in the substantia nigra of the midbrain and project (o the basal ganglia or striaium. Early in the
course of Parkinson's, the deficil in the capacity of these ncurons lo syathesize dopamine can be overcome
by administration of éxogcnous levodopa, usually given in combination with 3 peripheral decarboxylase

inhibitor (carbidopa). \ Jita o

With the passage of time, duwdnmgneionoflhdhasandluﬂwaﬂ'euofsnsultnedtrulment. the

efficacy and quality of the therapeutic responss to |
levodopa treaument, (he response, for a given dose of

evodopa diminishes. Thus, after scveral years of
levodope, is shorter, has lcss predictable onset and

offset (i.e., there is ‘wearing off'), and is often accompanied by side effects (e.g.. dyskincsia, akinesias, on-

ofT phcnomena, froczing, cic.).

This deterioraling response is currently inerpreted

as a manifestation of the inability of the cver

decressing populstion of inlact nigrosisiatal neurons to synthesize and relcase adequate amounts of

dopaminc.

MAOBilﬂlibitionnwyhnsefulinlhisseuhgbeambyblwdngﬂlecuMno(mplmne.i(wmu

increase the net amount of dopamine aveilabie (te, it

would increase the pool of dopamine). Whether or

nouhisMnhmmmamMmmllymfumeMWMMaﬁm

selegiline is unknowwn.

JAN-308-1997 14:32 381 827 4336
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note that attempts to treat Parkinsonian patienis with combinations of levodopa and currently marketed
non-selective MAO inhibitors were abandoned becsuse of multiple side effccts including hypenension,
increase in involunlary movement. aud 1oxic delirivm,

§
|
i
\

the ADME of an oral hypoglycemic agent, however, provides some information.~Folloning the oral
administration of a gingle dose of 10 m«mcmnwmmm«
intact selegitine were below the limit of detection (less than 10 ng/ofl). Three metabolites, N-
desmethyldoprenyl, the major metabolite (mesn halflife 2.0 housp) “Smphciamine (mean half-life 17.7
hours), and methamphetamine (mean haif-Hfe 20,5 hours), were-found in screm and rine. Over g period

-~

of 48 hours, 45% of the dose adninisicred appeared in the irine a¢ these 3 weabolites.

In an extension of this study intended (o & the effects of sicady siate extensions, the same subjects
were given a 10 mg dose of selegiline hyd: ide for seven consecutive days. Under these conditions,
the mean trough scrum levels for amphetamine were 3.5 ng/mL and 8.0 ng/mL for methampheiamine:
trough levels of : were below the levels of detection,

Arore A At f”

The rate of mgmemioafouowiutﬁmhmﬁonofuumhsnmbmquuim Itis
this rate, t upom de novo protein synthesis, whichmslihdymdaerminebow&nmul
- M)D‘ﬁauivityunhemored. —

INDICATIONS AND USAGE:

Selegiline Hydrochloride i¢* indicated as an adjunct in the masagement of Parkinsonian paticats being
treated with levodopa/carbidopa who exhibit deterioration in the quality of their response to this therapy.,
Therc is no evidence from controlied studies that sclegiline has any beneficisi effect in the absence of
concurrent ievadopa thetapy.

Evidence supponing this claim was obtained in randomized controlled clinical investigations that
mpmadﬂne&asafaddedsdegﬂimorplminpnﬁmm reociving icvodaparcarbidops.  Selegiline
was significantly superior (o placebo on all three principal outcome measures employed: change from
baseline in daily ievodopa/carbidopa dose, the amount of ‘off' time, and pstient self-rating of (reaiment
success. Benelicial effects were also observed on other Mmeasures of treaiment success (¢.g.. measures of
reduced end of dose akinesia, decreased tremor and sialorrhea, improved speech and dressing ability snd
improved overall disability as asscssed by walking and comparison to previous siate).

CONTRAINDICATIONS:
Selegiline Hydrochloride is contraindicated in tients with a known nsilivity to this 2
s . S A= R
Selegiline Hydrochloride is contraindicated for use with meperidine (BEMEROE-EoHET TR TTEy—
This contraindication is often extended (o other opioids. (SeeLDm Interactioms.)

PeEcavrions
WARNINGS:

Selegiline should not be used at daily doses cxceeding those recommended (10 fuag/day) becawse of the
risis asseciated with nen-selcctive lnhibitien of MAQ. (Seec CLINICAL PHARMACOLOCY.)

Thesclecdvilyol’men’limmeAOBmaymhMutemnuU\emnmemulydosedwm
adayandahcuvnylsfunhudiminishedwithimwymnncprecindonalwhich

34
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schgmnbmnunnonvselectiveinhihitorofauMAOisunkwwn.uumyhinuwnnpofwlodo

mg a day. Deli e e Lagae cCofErease i
Severe CNS toxicity associated with hyperpyrexia and death zé'e been repocted with the combination of
tricyctic antidepressanis and non-selective MAOIls . A similar reaction has becn

reporied for a paticnt on amvitriptyline and seicgiline hydrochloride.  Another patient reeciving
protriptyline and sclegiline ydesobleside doveloped tremon, agitation, and restiessness foliowed by
unresponsiveness and dosth two woeks afler solegiline budeachiasids was added.  Rclatcd adverse cvents
imummummmmm”iummmm
and muscular rigidity have also been reported in some patients receiving selegiline hedvoehloside and
various tricyclic antidepreasants.

&ﬁmmﬁmMmﬁomﬁthcigmuMmMmyM&hMﬁm,
myoclonusg, autonomic instability with rapid Nuctuations of the vital signs, and mensal status changes that
include extureme agitation progressing 10 delirium and coma have been reporied wilh patients recetving a
combiantion of fluoxetine hydrochloride (PROSACY and non-selective MAOIL.  Simifar signs have been
reparted in some patients on the combination of selegiline hydvochioride (10 mg a day) and solective
scrotonin reuplake inhibitors including flnoxctine. sertraline and paroxetine.

Since the mechanisms of thes veactions are not fully undersiood, it seems prudent, in general, to avoid

(his combinstion of salegiline liydseshloride aud Wricyclic antidcpressants as well as selegiline
WMMMMM\!#U& At least 14 days should elapse between

13continuation of selegilinc hgdsseeritle and initiation of trestment with a tricyclic antidepressant or

- sclective serotinin reuptake inhibitors. Because of the long half lives of fluosstine and its active
metabolite. at least five wecks (perhaps longer. especially if fluoxetine has been prescribed chronically

and/or at higher doses) should elapse between discontinuation of Nisoxetine and initistion of trestment

with selegiline Wm&

PRECAUTIONS: reacton ¢ ;pd!"-‘a)

Geseral:

Some patients given selegiline may experience an of levodopa associated side effects,
presumably due to the increased amounts of dopamine with Supcr/wnsitivg, posl-sympuc

receptors. These cffects may ofien be mitigated by lhedouofww
imately 10 t . ? .

approximately 10 to 30% Daizic s {ABrf Comaa
ThcdaishnwpmweuhgilmmmmuuimwnsideuﬁmummeMAOmmofmah
complex and incompletely undersiood and there is only a limited smount of carefully documensed clinical
experience with selegiline. Consequently, the full spectrum of possible responses © selegiline may not

have becn observed in pre-marketing evaluation of the drug. 1t is advissble, thesefore, to observe patients
closely for atypical responascs.

Patients should be advised of the possible need to redwce levadops dusage after the initiation of selegiline =y dro¢h b
therapy.

Paticnus (or their families if the patient is incompetemt) should be advisod not 10 exceed the daily
recommended dase of 10 mg. The risk of using higher daily doses of selegitine should be explaincd. and a
brief description of the ‘cheese resction’ provided.  While hypenicnsive reactions with sclegiline
MWMMWM!MMWWWHIM
- Consequently, it may be useful to inform patients (or their familics) about the signs and symptoms
) associnted with MAOI induced hypertensive reactions. In particular, psticuts shouid be wrged w0 report,

immediately. any severe headache or other atypicsl or vnosaal symploins not previously expenenced.

New o
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Laborsary Tume | Sy g ee
No specific laboratory tests are deemed sssential for the management of paticnts onsalgmlmc. Periodic

romtine evaluation of all patients, however, is appropriate,

Drug Interactions

The scourrence of stupor, muscular rigidity, severe agitation, and elevaied temperature has been reported

in some paticnts receiving the combination of selegiline and meperidine. Svmptoms ssuslly resolve over

dnys when the combination is discontinved. This is typical of the inseraction of meperidine and MAO!s.

uwumm(imummummoammmmu

PAticms recciving this combination (scc CONTRAINDICATIONS). Severc loxicity has also been

mMMpalmwﬁulmwmuukﬁklmwwmm 4 4

" and scicclive serotonin reuptake inhibitors and seleglline hydeoclBBhde. (Sec WARNINGS for mmﬁ.’& A—A" fe
¢ [ s L Te

b &L Carcinogenesis, Mutagenesis, §@ Impairmest of Fertfiity: a3 T

3054\" R \StWMwmmmuMbgdanwmthmmdeMmmm SR Aasdir
¢ Pregnancyr “Tevetofine ELLelr

U
&‘y "ngmncy Caiegory C. Insufficient animal reproduction sindies have boon done with selegiline 10
conclnde that selegiling poses no teratagenic risk. However, ane rat study carried out st doses as much as
¢ 180 fold the reccommended humen dose revealed no evidence of a teratogenic effect. It is not known
{ whether sclegiline can cause feial harin when administered 1D 0 pregnant woman or can affect
« rcproduction capacity. Selegiline should be given (o a pregnant woman anly if cicarly needed.

[ ] "‘

- .Nurling Mothers:
It is not known whether selegiline hydmehfSFide is excreted in human milk, Because many drugs are
excreled in human milk, considerstion should be given to discontinuing the use of all but absolulely
essential drug treatments in nursing women. « ?e&i:e"' ‘e pas +igrie”

CabiC s iboa Chicr

Pediatric Use:

The effects of selegiline hydrochloride inghiidred have not beea cvaiusted
ADVERSE REACTIONS:

Introduction:

The number of petients who received selegiline in prospoctively monitored pre-marketing studies is
limited. While other sources of information abont the use of selegiline arc available (e.g., literaware
reports, foreign post-marketing reports, elc.) thoy do not provide the kind of information necessary (o
esticuate the incidence of adverse eveats. Thus, overall incidence figures for adverse reactions associaied
with the use of selegiline cannot be provided. Many of the adverse reactions seen have also been reporied
as symploms of dopamine excess.

Mom.llwimmncemdmuityofmmmwmmhmm One
index of relative importance, bowever, is whether or not a resction cansed treatment discontinustion. In
prospeclive pre-marketing studies, the following events led, in decreasing order of frequency, to
discontinuation of treatment with selegilive: nausea, halhucinations, confusion, depression, loss of
balonce, insomnia, orthosatic hypoiension, increused akimetic involuniary movements, agitation,
arrhwthmia, bradykinesia, chores, delusions, hypertension, new or increased angina pecioris, snd syncope.
Events reporied only once as a causc of discontinustion are ankle cdoma, anxiely, burniag lipy/mouth,
constipation, drowsimesa/lcthargy, dysonis. excess pormpirstion, increased frcocring, gastroindesiinal
Muhdrm.iwlmm.mmomwghu

- Wuf 10 rlmiae
Experience with selegilineobtained in parallel, placebo controlled, randomized sudies provids oaly &
limited basis for estimates of adverse reaction rates. The following reactioas thet occurred with grester
fmqnaqamngthe49pa&umasigndwuh¢iuneumwlhe$0 palienis assigned o placebo
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in the only paratiel, placebo controlled trial parformed in patients with Parkinson's discase are shown in
the following Tablo. Nene of these adverse reactions led to a discontinuation of treatment,

INCIDENCE OF TREATMENT-EMERGENT ADVERSE EXPERIENCES IN

THE PLACEBO-CONTROLLED CLINJICAL TRIAL ’
Adverse Event Number of Patieats Reporting Events

selegiline placebo

8

Nauses 10

Dizzinesa/Lightheaded/Faintin 8 7

Abdominal Pain 4

Confasion 3

Hallucinations k|

" Dry mouth k|

Vivid Dreams 2

Dyskinesias 2

Headache 2
The following evests were veperied ouce ia either or both rroups
Ache, generalized
Anxicty/Tension
Ancmia
Diarrivea
Hair Loss

- Insomnia
Lethergy
Leg Pain
Low back pain
Malaise

-uo--.onu—u?

i’alplmions
Urinary Retention
Weight Loss

A—.——-O-———u—-—c—-cr—u—
OOO—-QQO—-—Q-——O

In a1 prospectively monitored efinical investigations, enrolling approximately 920 patients, the following
adversc cvents, classified by body System, were reported.

~ Central Nervons System; ngi_a_ro:pdh-\ s ﬂ”"“:.)
; . . S

H 4
increauduemor,chom,lomofbalame, muepw:n,mcmdbmdykmn, facial
grimace, falling down, heavy leg, muscle twitch®, myocionic jorks®. suiff neck, tardive dyskinesia,
dystonic symptoms, dyskinesia, involuntary movements, freezing, lestination, uscreased aprexia, muscle
cramps,

Wil e oW : Mol ligle

haltucinations, dizziness, confusion, anxiety, depression, drowsiness, behavior/mood change,
dreams/nightmares, tiredness, detugions, disorientation, lighthendedness, impaired memory*, increased
cnorgy®, transient high®, hotiow feeling, lothargy/malaise, apathy. overstimulation, vertigo, personalily
change. sieep disturbance, restiessness. weakness, transient irntability

Paio/Aliered Sensation:

- memhgpmcimmmmm.wmm;mimm
Chills, numbness of toes/fingers, taste disturbance.

P.11
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Astonomic Nervows System:
dry mouth, blurred vision, sexual dysfunction.

Cardiovascular:
orthosiatic hypowmsion, hypertension, arrhythmia, palpiations, new or increascd anginn pectoris.
hypolcnsion, tachycardia, penipheral cdema, sinus bradvceardia, syncope.

Gastrointestinal:
nausea/vomiting, constipation, weight loss, anorexis, poor appetite, dysphagis, diarrhes, heantbuen, rectal
blecding, bruxism®, gastroinestinal bieeding (exacerbation of preexisting ulcer disease).

Genitourinary/Gynecologic/Endocrine:
slow urinstion, transicnt snorgasmia®, nocturia, prosistic hyperuophy, urinary hesitancy, urinacy
retention, decreased penile sensation®, urinary frequency.

Skin and Appendages:
incrensed sweating, disphoresis, facial hair, hair loss, hemsatoma, rash, photosensitivity.

Miscellaneous:
asthma, diplopia, shortness of breath, speech affected.

Postmarketing Reports:
Thefollowingupeﬁmwemdauihedinspmmmmqwkeungm These reports do not
- provide suificient information to establish a ciear causal nhﬁonshipwlththeuoflelegiﬁmt .
hosroeibeise

CNS:
Seizure in dialyzed chronic renal failore patiemt on concomitant medications. /
* indicates events reported only at doses greater than 10 ma/duy.

OVERDOSAGE:

Selegiline:

No specific information is available about clinically significant overdoses with ili However,
experience gained during selegiline’s development reveals that some individuals exposed to doses of 600
mg d.}-selegiline suffered scvere hypotcnsion and psychomotor agitation.

Since the seiective inhibition of MAO B by salegiline hydrochloride is achieved only at doses in the range
recommended for the trestment of Parkinson’s disoase (e.g., 10 mg/day), overdoses are likely to cause
significant inhibition of both MAO A and MAO B. Consequently, the signs and symptoms of overdose
may resemble thosa observed with marketed nom-selective MAO inhibitors (c.g., tranylcypromine
APARNATE), isocarboxazidy (MARPERND), and phenelzine (N i)|.
" 150carbe *:34 " & eling) ~—— el Fsdortmiir

Overdose with Now-sclective MAO Inhibition:

NOTE: This section is provided for reference; it does not describe events tha: have actinally been obssrved
with sclegiline in overdose.

mclinicalpictumofMAOIovmvuiumuy;tumhymyhnﬁnuiudtheammaf
dmg consumed. mmmauwmmmmwimu
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drowsiness, dizziness, Eaintness, irritability. hyperactivity. agitation, severe headnche, hallucinations.
trismys, opisthotonns, convulsions, and coma: rapid and irregular pulse. hvpericnsion, Iypotension and
vascular collapse; precordial pain, respiratory depression and faifure, hyperpyrexia, diapboresis, and cool,
clammy skin,

Treatment Supgestions Fer Overdnec:

NOTE: Bumtbuehmmdedzmﬁnuwithodqﬂhemm.mmmw
mommwmmmmmmumwme
MAOT poisoning. In &Ry cane, wp-tn-tinte information abset (ke treatment of overdose can oficn he
mcmawuwrﬁmwm. Telephowe aumber of certified Poisow
Cmm%lnﬂmhmﬁyﬁm’mmmm-

should be treated with intrevenous Muids and, if necessary, biood pressire titration with an intravenous
infusion of a dilute pressor ageat. It should be noted that adrenergic agents may produce a markedly
increascd pressor response. :

wmmmuwwmmm indudingmumofmwmy, use of
supplemental axygen, and mechanira| ventilalory assistance, as required.

Body temperature should be monitored closely. Intensive management of hyperpyrexia may be required
Maintenance of fluid and electrolyte balance is ial. |

- &%"AL hf;ﬂn chl«.""’zc _fib are (ndended .. .

- DOSAGT AND ADMINISTRATION:

..Selogiline=ie intended for administration to Parkinsonian patients receiving levodopa/carbidopa therapy
who demonstrate g &mmiummmuMThmmmugimforme
administration of selegilinc.i‘; 10 mg per day administcred as divided doses of S mg each (nken at
breakfast and tunch. There is po evidence that additional benefit will be obtained from the administmtion
of higher doses. Moreover, hir:ef dases should ordinarily be avoided because of the increased risk of gide
effcets, S hadrcatoride

A,ﬂertwommmbysofseluilineuwnml.ananﬂnp(mybemndelondnwtheueot
levadopa/carbidopa. Areductionot‘lowm%wasnchievedwiththetypiwlpaniciminthcdomic
placcho comtrolicd trials who was assigned o sclegiline trestment  Further teductions of
levodopa/carbidopa may be possible during continucd sciegiline therapy.

Ir\‘lc’fv thivide
HoW su?ut‘ﬁ:’
Selegilinefublets are available containing 5 mg of selegiline hydrochlotide. Each white to off-white,
round, unscored Iablelisembossedwith“lOlO”ouonuidcand“STASON“m the other side.
wel . .
~—They arc availabic in bottles of 60 tabicts and 1000 tablets. ss‘g'afu g wnasd
Store at controlied room WW Containgid,

CAUTION—Federal (USA) faw prohibits dispensing without prescription. _Pevint -b’“u o, -
— e e . = . .. i } '.‘(f L
i it ";‘ e —— am_m_ b’ jeals, lm".:'M ! +_$,¢Ia7~"m' " Mis .éi

. - .. “BJLI %\ .
Literature issued May. 1996, ‘ ;
v Jos [ oaaf ]
T rJvrl Citateee e L sepe b Sog o lira wedci Crnriowil ;
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